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RESPONSE TO APPLICANT'S AMENDMENT 

1 . Applicant's amendment, filed 5/2/08, is acknowledged. 

2. Claims 19-20 and 3 1-32 are pending are pending and under examination as they read on a 
method for improving or treating of inflammatory bowel disease (IBD), comprising 
administering a therapeutic agent comprising an effective amount of anti-CD81 antiody to a 
mammal in need thereof 

3. The following new ground of rejections are necessitated by the amendment submitted 5/2/08. 

4. The following is a quotation of the second paragraph of 35 U.S.C. 1 12. 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 

5. Claim 19-20 and 31-32 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

A. The term "biological activity of CD81" in claim 19 is indefinite. It is not clear what 
CD81 biological activity is encompassed in the claim. 

B. The recitation "in which the administration of anti-CD81 antibody is associated with 
lengthening of the colon of said mammal" in claim 32 is ambiguous. It is not clear what 
is encompassed by the claims. It is not clear whether the antibody causes "the 
lengthening of the colon" or treat IBD associated with "the lengthening of the colon". 

6. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making and using it, 
in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the same and shall set forth the best mode contemplated by the inventor of carrying 



7. Claims 19-20 and 31-32 are rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

Applicant is in possession of a method of improving or treating IBD comprising administering 
the anti-CD81 monoclonal antibody 2F7 (once the deposit is satisfied). 

Applicant is not in possession of any "anti-CD-81 antibody which blocks a biological activity of 
CD81" that would treat IBD (Applicant's attention is directed to examples 10 and 1 1 of the 
Written Discription). The US 20020192748 teaches that using three separate antibodies, 2F7, 
Eatl, and Eat2, which recognize unique epitopes in the extracellular domains of the CD81 
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protein, we show that there is a unique domain, recognized by Eatl, that is required for astrocyte 
cell-cycle withdrawal in response to neurons. This is likely due to conformational changes in the 
CD81 molecule, as inclusion of 2F7 actually augments neuron-induced astrocyte growth arrest 
(see 443H). 

Applicant has disclosed only 2F7 antibody; therefore, the skilled artisan cannot envision all the 
contemplated antibody possibilities recited in the instant claims. Consequently, conception 
cannot be achieved until a representative description of the structural and functional properties of 
the claimed invention has occurred, regardless of the complexity or simplicity of the method. 
Adequate written description requires more than a mere statement that it is part of the invention. 
See Fiers v. Revel, 25 USPQ2d 1601, 1606 (CAFC1993). The Guidelines for the Examination 
of Patent Application Under the 35 U.S.C.l 12, 1|l"Written Description" Requirement make 
clear that the written description requirement for a claimed genus may be satisfied through 
sufficient description of a representative number of species disclosure of relevant, identifying 
characteristics, i.e., structure or other physical and or chemical properties, by functional 
characteristics coupled with a known or disclosed correlation between function and structure, or 
by a combination of such identifying characteristics, sufficient to show the applicant was in 
possession of the genus (Federal Register, Vol. 66, No. 4, pages 1099-1 111, Friday January 5, 
20001, see especially page 1 106 3 rd column). 

V as-Cath Inc. v. Mahurkar , 19 USPQ2d 1111, makes clear that "applicant must convey with 
reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was in 
possession of the invention. The invention is, for purposes of the written description inquiry, 
whatever is now claimed." (See page 1117.) The specification does not "clearly allow persons 
of ordinary skill in the art to recognize that [he or she] invented what is claimed." (See Vas-Cath 
at page 1 116.). Consequently, Applicant was not in possession of the instant claimed invention. 
See University of California v. Eli Lilly and Co. 43 USPQ2d 1398. 

Applicant is directed to the final Guidelines for the Examination of Patent Applications Under 
the 35 U.S.C. 1 12, ^ 1 "Written Description" Requirement, Federal Register, Vol. 66, No. 4, 
pages 1099-1111, Friday January 5,2001. 



8. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless — 

fly the invention was patented or described in a printed publication in litis or a foreign country or in public use or on sale in 
this country, more than one year prior to the dale of application for patent in the United Stales. 

9. Claims 19-20 and newly added claim 32 are rejected under 35 U.S.C. 102(b) as being 
anticipated by U.S Pat. No. 6,423,501. 

The "501 patent teaches a method of treating inflammatory condition in a mammal comprising 
administering to the mammal an effective amount of an agent which induces CD81 -mediated 
signal transduction. For example, the method can be used to treat inflammatory responses 
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associated with disorders such inflammatory bowel disease (i.e., Crohn's disease and ulcerative 
colitis) (see col, 13, lines 34-45 in particular). The "501 patent teaches that agents described 
herein can be anything which binds to or interacts with CD81 and induces (i.e., activates) or 
enhances CD81 -mediated signal transduction. For example, the agent can be a polyclonal or 
monoclonal antibody, such as an anti-CD8 1 antibody. In particular embodiments, the antibody is 
5D1 or 1 A12 (see col, 9, line 65 to col., 10, line 3 in particular). The "501 patent further teaches 
that injections of anti-CD81 yielded significant inhibition of PCA reactions (blocks a biological 
activity of CD81) (see FIG. 10B). The functional properties claimed in claim 32 are inherent. 

The reference teachings anticipate the claimed invention. 

10. Claims 19-20 and newly added claim 32 are rejected under 35 U.S.C. 102(b) as being 
anticipated by WO 98/25647 (IDS ref. No. BJ). 

The '647 publication teaches a method of treating inflammatory condition in a mammal 
comprising administering to the mammal an effective amount of an agent which induces CD81- 
mediated signal transduction. For example, the method can be used to treat inflammatory 
responses associated with disorders such inflammatory bowel disease (i.e., Crohn's disease and 
ulcerative colitis) (see col, 26, lines 12-22 in particular). The "501 patent teaches that agents 
described herein can be anything which binds to or interacts with CD81 and induces (i.e., 
activates) or enhances CD81 -mediated signal transduction. For example, the agent can be a 
polyclonal or monoclonal antibody, such as an anti-CD81 antibody. In particular embodiments, 
the antibody is 5D1 or 1A12 (see Pg. 19, line 3-9 in particular). The "647 publication further 
teaches that injections of anti-CD81 yielded significant inhibition of PCA reactions (blocks a 
biological activity of CD81) (see FIG. 10B). The functional properties claimed in claim 32 are 
inherent. 

The reference teachings anticipate the claimed invention. 

Applicant's arguments, filed 5/2/08, have been fully considered, but have not been found 
convincing. 

Applicant submits that the claims are distinguishable from the teachings of the cited references. 
In particular, the claims recite that the anti-CD81 antibody is one that blocks a biological activity 
of CD81". Applicant further submits that the cited references teach that agents for treating IBD 
can be anything which binds to or interacts with CDS1 and induces (i.e. activates) or enhances 
CD81 -mediated signal transduction. The anti-CD81 antibody which can be used in US '501 or 
WO '647 patent must activate or enhance a biological effect of CDS1, and therefore are different 
from the antibody recited in claim 19. Indeed, the cited references teach away from the instant 
invention, which reflects that inhibiting a biological activity of CD-8 1 provides a therapy for 
treatment of IBD 
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In contras to Applicant assertions, The Examiner notes that both the patent and the publication 
teach that injections of anti-CD81 yielded significant inhibition of PCA reactions (blocks a 
biological activity of CD81) (see FIG. 10B). 

1 1 . The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 1 02 o f 
this title, if the differences between the subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to 
which saitl subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the claims under 
35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was 
commonly owned at the time any inventions covered therein were made absent any evidence to 
the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a later invention was 
made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 
U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103(a). 



12. Claims 19-20 and 31-32 are rejected under 35 U.S.C. 103(a) as being unpatentable over U.S 
Pat. No. 6,423,501 or WO 98/25647 each Boismenu et al and Owens et al (1994). 

The teachings of Pat. No. 6,423,501 or WO 98/25647 publication have been discussed, supra. 

The claimed invention differs from the reference teachings only by the recitation of anti-CD-81 
antibody which blocks a biological activity of CD81 in claim 19 and fab, F(ab')2 or Fv or scFv 
in claim 3 1 . 

Boismenu et al teach the identification of the TM4 protein CD81 as the ligand for mAb 2F7 (27). 
Monoclonal antibody 2F7 precipitates a unique 25-kD protein at the cell surface of PAM cells. 
The 25-kD protein recognized by mAb 2F7 could be purified after large-scale 
immunoprecipitation, as evaluated by SDS-PAGE and silver stain. Sequence analysis of a tryptic 
peptide from the 25-kD protein yielded the sequence FYDQALQQAVMDDDANNA (mouse 
CD81 residues 125 to 143) (see Fig 2 in particular). Boismenu et al further identified one mAb 
(2F7) that abrogated the appearance of CD4+CD8+ thymocytes bearing TCRct in fetal thymus 
organ cultures (FTOCs) (see page 198, 1 st col.). 

Owens et al teach the modification of murine antibodies such as a single chain antibody, a Fab 
fragment, a F(ab')2 fragment. Owens et al further teach that antibody fragments are the reagents 
of choice for some clinical applications, and the chimeric antibodies offers the ability to mediate 
antigen-dependent cytotoxicity and complement -dependent cytotoxcity (see the entire 
document). 
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Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the time 
the invention was made to substitute the anti-CD81 antibody taught by 6,423,501 or WO 
98/25647 the 2F7 monoclonal antibody taught by Boismenu et al. 

One of ordinary skill in the art at the time the invention was made would have been motivated to 
do so because 2F7 is specific for CD8 1 that abrogated the appearance of CD4+CD8+ thymocytes 
bearing TCRct in fetal thymus organ cultures (FTOCs) as taught by Boismenu et al. 



Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the time 
the invention was made to produce the monoclonal antibody taught by 6,423,501 or WO 
98/25647 a Fab and F(ab')2 fragments taught by the Owens et al. 

One of ordinary skill in the art at the time the invention was made would have been motivated to 
do so because the antibody fragments are the reagents of choice for some clinical applications 
and the chimaeric antibodies offers the ability to mediate antigen-dependent cytotoxicity and 
complement-dependent cytotoxcity as taught by Owens et al. 

From the combined teachings of the references, it is apparent that one of ordinary skill in the art 
would have had a reasonable expectation of success in producing the claimed invention. 
Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in the art at 
the time the invention was made, as evidenced by the references, especially in the absence of 
evidence to the contrary 

13. No claim is allowed. 



14. Applicant's amendment necessitated the new ground(s) of rejection presented in this Office 
action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 



15. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Maher Haddad whose telephone number is (571) 272-0845. The examiner 
can normally be reached Monday through Friday from 7:30 am to 4:00 pm. A message may be 



Application/Control Number: 10/568,761 
Art Unit: 1644 



Page 7 



left on the examiner's voice mail service. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Eileen B. O'Hara can be reached on (571) 272-0878. 
The fax number for the organization where this application or proceeding is assigned is 571-273- 
8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be 
obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

June 8, 2008 

/Maher M. Haddad/ 
Primary Examiner, 
Art Unit 1644 



